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FIGURE 3 



Amino acid sequence for full length human wild type 
HDAC8 [SEQ. ID No. 1] 

MEEPEEPADSGQSLVPVYIYSPEYVSMCDSLAKIPKRASMVHSLIEAYALHKQMRIVKPK 60 
VASMEEMATFHTDAYLQHLQKVSQEGDDDHPDSIEYGLGYDCPATEGIFDYAAAIGGATI 12 0 
TAAQCLIDGMCKVAI3NfWSGGWHHAKKDEASGFCYLNDAVLGILRLRRKFERILYVDLDLH 180 
HGDGVEDAFSFTSKVMTVSLHKFSPGFFPGTGDVSDVGLGKGWYYSVNVPIQDGIQDEKY 240 
YQICESVLKEVYQAFNPKAWLQLGADTIAGDPMCSFNMTPVGIGKCLKYILQWQLATLI 300 
LGGGGYNLANTARCWTYLTGVILGKTLSSEIPDHEFFTAYGPDYVLEITPSCRPDRNEPH 360 
RIQQILNYIKGNLKHW 377 

Human cDNA sequence HDAC8 [SEQ, ID No. 2] 

ATGGAGGAGCC GGAGGAAC C GGCGGAC AGTGGGC AGTCGC TGGTC CCGGTTTATATC TAT 
AGTCCCGAGTATGTCAGTATGTGTGACTCCCTGGCCAAGATCCCCAAACGGGCCAGTATG 
GTGCATTCTTTGATTGAAGCATATGCACTGCATAAGCAGATGAGGATAGTTAAGCCTAAA 
GTGGC C TCC ATGGAGGAGATGGCC AC C TTCC AC AC TGATGC TTATC TGC AGC ATCTC C AG 
AAGGTCAGCCAAGAGGGCGATGATGATCATCCGGACTCCATAGAATATGGGCTAGGTTAT 
GACTGCCCAGCCACTGAAGGGATATTTGACTATGCAGCAGCTATAGGAGGGGCTACGATC 
ACAGCTGCCCAATGCCTGATTGACGGAATGTGCAAAGTAGCAATTAACTGGTCTGGAGGG 
TGGCATCATGCAAAGAAAGATGAAGCATCTGGTTTTTGTTATCTCAATGATGCTGTCCTG 
GG AAT ATT AC G ATTGC GACGGAAATTTGAGC GTATTC TC T ACGTGG ATTTGGATC TGC AC 
CATGGAGATGGTGTAGAAGACGCATTCAGTTTCACCTCCAAAGTCATGACCGTGTCCCTG 
CACAAATTCTCCCCAGGATTTTTCCCAGGAACAGGTGACGTGTCTGATGTTGGCCTAGGG 
AAGGGATGGTACTACAGTGTAAATGTGCCCATTCAGGATGGCATACAAGATGAAAAATAT 
TACCAGATCTGTGAAAGCGTACTAAAGGAAGTATACCAAGCCTTTAATCCCAAAGCAGTG 
GTCTTACAGCTGGGAGCTGACACAATAGCTGGGGATCCCATGTGCTCCTTTAACATGACT 
CCAGTGGGAATTGGCAAGTGTCTTAAGTACATCCTTCAATGGCAGTTGGCAACACTCATT 
TTGGG AGGAGG AGGCT AT AAC C TTGCC AAC ACGGC TC GATGC TGG AC AT ACTTGAC C GGG 
GTCATCCTAGGGAAAACACTATCCTCTGAGATCCCAGATCATGAGTTTTTCACAGCATAT 
GGTCCTGATTATGTGCTGGAAATCACGCCAAGCTGCCGGCCAGACCGCAATGAGCCCCAC 
CGAATCCAACAAATCCTCAACTACATCAAAGGGAATCTGAAGCATGTGGTCTAG 

FIGURE 4 

Amino acid sequence for residues 1-377 of HDAC8 with a cleavable 
N-terminal 6x-histidine tag [SEQ. ID No. 3] 
(6x-histidine tag underlined) 

MHHHHHHPM EEPEEPADSGQSLVPVYIYSPEYVSMCDSLAKIPKRASMVHSLIEAYALHK 60 

QMRIVKPKVASMEEMAAFHTDAYLQHLQKVSQEGDDDHPDSIEYGLGYDCPATEGIFDYA 12 0 

AAIGGATITAAQCLIDGMCKVAINWSGGWHHAKKDEASGFCYLNDAVLGILRLRRKFERI 180 

L YVDLDLHHGDG VE D AF S FT S KVMT V S LHKF S PGF F PGTGDVS D VGLGKGR YY S VNVP I Q 240 

DGIQDEKYYQICESVLKEVYQAFNPKAWLQLGADTIAGDPMCSFNMTPVGIGKCLKYIL 300 

QWQLATLILGGGGYNLANTARCWTYLTGVILGKTLSSEIPDHEFFTAYGPDYVLEITPSC 3 60 

R PDRNE PHR I QQ I LNY I KGNL KHW 3 85 
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Figure 5A 
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Figure 5A (cont.) 
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Figure 5A (cont.) 
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Figure 5A (cont.) 



Rl 


R2 


R3 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 

X X 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCHi 

J. IXX^XX^ 




H 
i± 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 


PhCH 2 


H 


H 





<5 fiM 


JV*T 




^ A-FiiK/fpfi-nri^nptri \/1 
j j*t ~j-/iivicv^"jjiiciicLiiyi 




Phenethyl 


Yes 


3-pyrazolyl 




PV» 

i n 


Yes 






4-Benzyloxy-Ph 




2-Aminobenzanilide 




3-Nitrobenzyl 




*f-iN ltro Denzy i 




m-iN liro-x n 




p-iN liro-r n 




3 -^moro u enzy i 




Denzy i 




Z-dlloro-rn 




3-Chloro-Ph 




4-Chloro-Ph 




L-Phenylalaninol 




D-Phenylalaninol 




3-(2-ethyl)indolyl 




p-HO-PhCH 2 CH 2 - 




2-( 1 -pyrrolidyl)ethyl 




Cyclohexyl 





Express Mailing No. EL978337798US 
Sheet 15 of 19 
Docket No. SYR-HDAC-5002-U 



Figure 5B 
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Figure 5B (cont.) 
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Figure 5B (cont.) 
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Figure 5B (cont.) 
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